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International application No. 

PCTVEP2003/050703 



I. Basis of the report 



I. With regard to the elements of the international application:* 
[ 1 the international application as originally filed 
the description: 

pages 1-21 

pages _____ 

pages 



, as originally filed 
, filed with the demand 



, filed with the letter of 



the claims: 

pages 

pages 

pages 

pages 



1-9 



___ , as originally filed 

, as amended (together with any statement under Article 19 
, filed with the demand 



filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



_, filed with the letter of 



I I the sequence listing part of the description: 
pages 

pages 

pages 



, as originally filed 

. , filed with the demand 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is* 

the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

□ the language of publication of the international application (under Rule 43.3(b)). 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

contained in the international application in written form. 

filed together with the international application in computer readable form! 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 
□ 
□ 
□ 

□ 
□ 



The amendments have resulted in the cancellation of: 

□ 

the description, pages . 

the claims, Nos. 

□ 



the drawings, sheets/fig . 



5 r~] Tnis report has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been fiirnished to the receiving Office in response to an invitation under Article 1 4 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70 16 
and 70. 17). 

' * Afty replacement sheet containing such amendments must be referred to under item 1 and annexed to this report 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) 

Inventive step (IS) 
Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-9 



1-9 



1-9 



YES 
NO 
YES 
NO 

YES 
NO 



2. Citations and explanations 

1 . Documents 

1.1 The present application relates to a method for 
obtaining conjugated oestrogen from (pre-purif ied) 
concentrate of mares 1 urine by liquid-liquid extraction, 

1.2 This report refers to the following search report 
citations (the reference numbers will be retained 
throughout the remainder of the procedure) : 

Dl: US-A-2 551 205 
D2: WO 98/08525 

2 . Novelty 

2.1 Document Dl describes the use of fresh concentrated 
mares 1 urine for obtaining water-soluble oestrogen 
compounds . 



After adsorption (e.g. over activated charcoal) 
followed by elution with pyridine a PMU extract is 
obtained. This extract is thus a pre-purified urine 
concentrate. The pH of the concentrate is adjusted to 
between 2 and 6, preferably between 4 and 5, and the 
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that the phenolic components pass into the 
solvent . 



(b) a urine concentrate obtained by evaporation. In 
contrast, the concentration method in Dl 
involves adsorption over activated charcoal. 



(c) a concentrate purified by mechanical separating 
method or filtration. In contrast, Dl involves 
adsorption over activated charcoal. 



2.3 The method according to Dl is thus significantly 
different from the preparation method according to 
claims 1 to 9 of the present application. 

2.4 Hence the present application meets the requirements 
of PCT Article 33(1) because the subject matter of 
claims 1 to 9 is novel (PCT Article 33(2)). 

3 . Inventive step 

3.1 Document D2, which is considered to be the prior art 
closest to the subject matter of claim 1, discloses 
aqueous solutions and concentrates of natural mixtures 
of conjugated equine oestrogens depleted of phenolic 
urine components. 

4.3 The difference between D2 and the present application 
lies in the further depletion of non-conjugated 
lipophilic components . 



4.4 The problem addressed by the present invention can 
therefore be seen as that of providing an optimised 
method for obtaining mixtures of conjugated equine 
oestrogens . 
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4.5 Taking as a starting point the mixture described in 
D2, which is already depleted of phenolic urine 
components, the idea of carrying out a liquid-liquid 
extraction method using a water-insoluble solvent in 
order to separate lipophilic components seems obvious. 

4.6 Surprisingly, however, the preparation method claimed 
in the present application has been found to allow 
highly selective depletion of non- conjugated lipophilic 

compounds from an already highly purified and 
concentrated complex mixture of conjugated oestrogens. 
In particular, the organic solvents acetic acid Ci-C 4 
alkylester, hexanol, diethyl ether, methylene chloride, 
methyl- tert-butylether and mixtures thereof are shown 
to be suitable for efficient extraction. 



4.7 The claimed preparation method (claims 1 to 9) 

therefore involves an inventive step (PCT Article 
33(3)). 
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